Supplementary Figure 1: Colitis-susceptible AKR mice show delayed DC response and 3 increased eosinophilia in MLN after Trichuris muris infection. (A-D) Dendritic cell 4 (CD45 + MHCII + CD11c + F4/80 -CD103 +/-CD11b +/-), macrophage (CD45 + MHCII + F4/80 + 5 CD11c +/-), neutrophil (CD45 + Ly6G + CD11b + CD115 -) and eosinophil (CD45 + Siglec-F + 6 CD11c -) populations as proportion of CD45 + cells (±SEM) in naïve mice and during T. muris 7 challenge. n=3 mice per time point. Analysis by two-way ANOVA with Sidak's multiple 8 comparisons post hoc test. *P<0·05. 9 Supplementary Figure 2: Scatter plot of changes in the expression of transcription 11 factors calculated in TIGERi (TFA illustrator for global explanation of regulatory 12 interactions). Gene IDs in red indicate transcription factor upregulation and gene IDs in blue 13 indicate transcription factor downregulation in AKR (A) and BALB/c (B) mice following 24-14 hour infection with Trichuris muris. n=4 mice per time point. 15 16 Supplementary Figure 3: No difference in serum and faecal levels of calprotectin 17 subunit S100A8 in colitis resistant or susceptible mice and poor correlation with colitis 18 score. Serum (A) and faecal (B) S100A8 levels measured by ELISA at 1, 7 and 21 days post 19 infection (±SEM). Correlation of serum (C) and faecal (D) S100A8 versus colitis score at 0, 1 20 and 21 days post-infection. n=3-5 mice per time point. Analysis by linear regression, two-21 way ANOVA with Sidak's post hoc test. 22
Supplementary Figure 4: Membrane-bound ADAM10 expression in the proximal colon 24
following Trichuris muris infection. Representative images of proximal colon from naïve 25 and T. muris infected AKR and BALB/c mice at 21 days post infection. Sections are stained 26 for nuclei (DAPI; blue), epithelial cytokeratin (FITC; green) and ADAM10 (AF555; red). 27
Inset area shows increased ADAM10 expression in the immune cells of the lamina propria. 28
Bar=100μm, inset=50μm 2 . 29
Supplementary materials and methods 31
Immunohistochemistry 32
Histology 33
Proximal colon snips were fixed in neutral buffered formalin (NBF; 10% neutral buffered 34 formalin in PBS) for 24 hours, processed (Shandon Citadel 2000; ThermoShandon, Runcorn, 35 UK) and embedded in paraffin wax. 5 μm sections were then dewaxed, rehydrated and 36 stained using a standard Haematoxylin & Eosin (H&E) stain or Alcian blue/Periodic Acid 37 Schiff's stain. 1 Images were acquired using a 20x/0·80 Plan Apo objective using a slide 38 scanner (Pannoramic 250 Flash II; 3D Histech, Budapest, Hungary) and samples were 39 measured for crypt hyperplasia, immune cell infiltration, immune cell location, goblet cell 40 loss and muscle wall thickening using Pannoramic Viewer software (3D Histech). All slides 41 were measured and counted blind and in a randomised order. Colitis scoring was carried out 42 following a methodology described previously. 2 Briefly, sections received a combined score 43 for crypt elongation (score 0-4), depletion of goblet cells (score 0-4), thickness of muscle 44 wall (score 0-4), inflammatory cell infiltration (score 0-4) and destruction of architecture 45 (score 0 or 3-4). Normal, healthy colon would score 0-1, and mild inflammation would score 46 5-6 (Supplementary Table 1 ). 47
Immunofluorescence 48
Antibodies specific to RAGE (Abcam, Cambridge, UK), ADAM10 (R&D Systems Europe, 49 Abingdon, UK) and cytokeratin (Sigma-Aldrich, Poole, UK) were used to detect RAGE 50 expression, ADAM10 protein expression and epithelial cells. 5 μm sections of proximal 51 colon were fixed in 4% paraformaldehyde and blocked using the tyramide blocking kit 52 (Perkin Elmer, Cambridge, UK), incubated with primary antibodies for 60 minutes, and FITC 53 labelled secondary antibodies for 60 minutes and mounted using Vectashield pro-long anti-54 fade reagent containing the nuclear counter-stain 4′,6′-diamidino-2-phenylindole (DAPI; 55 Vector Laboratories). 56
Fluorescence imaging was carried out using an Olympus BX51 microscope using either a 57 10x/0·30 UPlanFLN objective or a 40x/0·75 UPlanFLN objective with DAPI, FITC and Cy3 58 filters, coupled with a CoolSNAP EZ camera (Photometrics, Tucson, USA). Specific band 59 pass filter sets for DAPI, FITC and Cy3 were used to prevent bleed through from one channel 60 to the next. Images were first captured on MetaVue (Molecular Devices, Sunnyvale, USA) 61 and then corrected using ImageJ64 v1·44o (National Institute for Health) with 'ImageJ for 62
Microscopy' plugins (McMaster Biophotonics Facility, Hamilton, Canada). 63
Large intestine cell isolation and flow cytometry 64
Caecum and colon were digested in RPMI-1640 containing 5% L-glutamine, 5% 65 penicillin/streptomycin, 10% foetal bovine serum (Sigma-Aldrich), collagenase (1 mg/ml; 66 type VIII from Clostridium histolyticum; Sigma-Aldrich) and dispase (0·5 mg/ml; Gibco, 67
Paisley, UK). Cells were filtered and separated by density gradient centrifugation as 68 described by Bowcutt et al. 2014. 1 Resultant cells were resuspended in FACS buffer (PBS 69 containing 0·5% BSA and 0·1% NaN 3 ; Sigma-Aldrich) prior to staining and flow cytometry 70 acquisition. MLN cells were dissected and filtered and resuspended in FACS buffer prior to 71 staining and flow cytometry acquisition. Fc receptors were blocked using 2 μg/ml anti-72 CD16/32 (eBioscience, Hatfield, UK) and immune cells stained with antibodies specific to 73 CD115, CD11b, CD45, Ly6G, RAGE, CD11c, F4/80, MHCII, CD103 and CD326 74 (EpCAM). Cells were acquired by flow cytometry using an LSRII (Becton Dickinson). Data 75 was analysed using FlowJo v10 flow cytometry software (Tree Star, Oregon, USA). 76
Faecal protein extraction and preparation 77
Protein from faecal samples were extracted using stool prep tubes (Cat: BS-00-03; Bioserv, 78 Rostock, Germany) according to the manufacturer's protocol. 100 mg of faecal sample was 79 treated with extraction buffer and resultant faecal suspensions were spun at 15000 rcf for 5 80 minutes. Supernatant was then transferred to Amicon Ultra-2 Centrifugal Filter Units with 81 Ultracel-10 membranes (Cat: UFC201024; Millipore, Watford, UK) and spun at 2800 rcf for 82 15-20 minutes until 100 μl of concentrated sample remained. 83
Serum preparation 84
Approximately 1 ml of blood was drawn and left to clot at room temperature for 1 hour. 85
Samples were spun at 15000 rcf for 10 minutes and serum stored at -20 o C. 86
RAGE and S100A8 ELISA 87
Faecal and serum ELISAs were carried out to measure RAGE (Cat: DY1179, R&D Systems, 88 Abingdon, UK) and S100A8 (Cat: DY3059, R&D Systems) according to the manufacturer's 89 protocol. Briefly, 96-well ELISA plates were coated with capture antibody (RAGE: 1·0 90 μg/ml in 0·22 μm filtered PBS; S100A8: 4·0 μg/ml in 0·22 μm filtered PBS), incubated 91 overnight, washed and blocked with reagent diluent (1% BSA in PBS, pH 7·2-7·4, 0·22 μm 92 filtered before incubation with duplicate faecal extracts and serum samples. A seven-point 93 standard curve was prepared according to recommendation and negative controls of reagent 94 diluent only were used. Samples were incubated for 2 hours at room temperature, washed, 95 and detection antibody added for 2 hours. Plates were washed, and visualised using 
